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O Ph 




III 



AB The title compds . [I; V = C02R2, CONR2R3 , CONR20R3, etc. (wherein R2 , R3 = 
H, alkyl); A = (CH2 ) n (CR8R9) bNR7 , (CR8R9) b (CH2) nNR7 , (CR8R9) b (CH2 ) n, etc. 
(b = 0-1; n = 0-3; R7 = H, alkyl, (cycloalkyl) alkyl ; R8, R9 = H, alkyl); Y 
= CO, S02, O, a bond; Z = (un) substituted phenylene, divalent radical 
derived from 5-6 membered heteroarom. ring containing 1-2 heteroatoms selected 
from N, 0 and S; or AYZ together = II; Rl = H, alkyl; X = 
CO(CR13R14)r(CH2)s, S02 (CR13R14) r (CH2 ) s, C02 (CR13R14 ) r (CH2 ) s , etc. (r= 
0-1; s = 0-3; R13, R14 = H, alkyl); D = (un) substituted Ph, pyridyl, 
cyclopropyl, etc.; E = (un) substituted quinolinyl, 2 , 5-dioxopiperidinyl , 
biphenylalkyl, etc.] which act to antagonize the action of the glucagon 
hormone on the glucagon receptor (data given) , and therefore may be 
suitable for the treatment and/or prevention of any glucagon-mediated 
conditions and diseases such as hyperglycemia, Type 1 diabetes, Type 2 
diabetes and obesity, were prepared and formulated. E.g., a multi-step 
solid phase synthesis of III was given. Compds. I are effective at 
0.05-10 mg/kg/day. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of 3- (benzoylamino) propionic acid derivs. as glucagon 
antagonists/inverse agonists) 
RN 307983-19-3 CAPLUS 

CN p-Alanine, N- [4- [ [ (cis-4-phenylcyclohexyl) [ [ 14- 
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(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 307983-20-6 CAPLUS 

CN p-Alanine, N- [4- [ [ ( trans -4 -phenyl eye lohexyl) [ [ [4- 

(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 



Ph 




RN 307984-25-4 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ [ [4- 

( trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 
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F 3 C- 



NH~ CH2- CH2— CO2H 




RN 307984-84-5 CAPLUS 

CN p-Alanine, N- [4- [ [ (2-phenylcyclopropyl) [ [ [4- 

(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] 
INDEX NAME) 



(9CI) (CA 




O-CF3 



■ NH- CH2— CH2~ CO2H 



RN 307984-85-6 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [[(3,5- 

dichlorophenyl) amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX 
NAME) 
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RN 307984-86-7 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ [ [4- 

[ (trif luoromethyl) thio] phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) 
(CA INDEX NAME) 



NH- CH2-CH2-CO2H 



F3C- S 




RN 307985-00-8 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclopropylcyclohexyl) [ [ [4- 

(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] 
INDEX NAME) 



(9CI) (CA 




N-C— NH l^^j 

CH 2 




O-CF3 



C- NH- CH2- CH2— CO2H 

II 
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RN 307985-16-6 CAPLUS 

CN p-Alanine, N- [4- t [ (4-cyclohexylphenyl) [ [ [3- 

[ (ethylphenylamino) sulfonyl] phenyl] amino] carbonyl] amino] methyl] benzoyl] 
(9CI) (CA INDEX NAME) 
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RN 307985-74-6 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ [ [3- 

[ (methylphenylamino) sulfonyl] phenyl] amino] carbonyl] amino] methyl] benzoyl] - 
(9CI) (CA INDEX NAME) 




RN 307986-43-2 CAPLUS 

CN p-Alanine, N- [4- [ [trans- [1,1' -bicyclohexyl] -4-yl [ [ [3- 

[ (ethylphenylamino) sulfonyl] -4-methylphenyl] amino] carbonyl] amino] methyl] be 
nzoyl] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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Ph 



RN 307986-44-3 CAPLUS 

CN p-Alanine, N- [4- [ [trans- [1, 1 1 -bicyclohexyl] -4-yl [[([1,1' -biphenyl] -2- 
ylmethyl) amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




CO2H 



RN 307986-45-4 CAPLUS 

CN 3-Furancarboxylic acid, 5- [3- [ [ [trans- [1, 1 1 -bicyclohexyl] -4-yl [ [4- [ [ (2 
carboxyethyl) amino] carbonyl] phenyl] methyl] amino] carbonyl] amino] phenyl] 
methyl-, 3 -methyl ester (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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0 



RN 307986-46-5 CAPLUS 

CN p-Alanine, N- [4- [ [trans- [1,1' -bicyclohexyl] -4-yl [ [ [3-bromo-4- 

(trif luoromethyl) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 307986-47-6 CAPLUS 

CN p-Alanine, N- [4- [ [ [ [ [3-bromo-5- (trif luoromethyl) phenyl] amino] carbonyl 
] (4-cyclohexylphenyl)amino]methyl]benzoyl] - (9CI) (CA INDEX NAME) 
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RN 307986-48-7 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [[[(3,5- 

dichlorophenyl) methyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 




RN 307986-88-5 CAPLUS 

CN p-Alanine, N- [4- [ [ [4- (1-piperidinyl) phenyl] [[[4- 

(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 
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RN 307986-97-6 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ [ (S'- 
nitrophenyl) amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX NAME) 




RN 307987-25-3 CAPLUS 

CN p-Alanine, N- [4- [ [ (4 -cyclohexylphenyl) [ [ [3- 

(methylsulfonyl) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 




RN 307988-28-9 CAPLUS 

CN p-Alanine, N- [4- [ [ [1, 1 ' -bicyclohexyl] -4-yl [ [ [4- 

(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 
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C— NH- CH2- CH2~ CO2H 



F 3 C- 




RN 307988-56-3 CAPLUS 

CN p-Alanine, N- [4- [ [ [4- (1-cyclohexen-l-yl) phenyl] [[(3,5- 

dichlorophenyl) amino] carbonyl] amino] methyl] benzoyl] - (9CI) 
NAME) 



(CA INDEX 




RN 307988-57-4 CAPLUS 

CN p-Alanine, N- [4- [ [ (4 -cyclohexylphenyl) [[[(3,4- 

dichlorophenyl) methyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 
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CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ (lH-indol-5- 

ylamino) carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX NAME) 




RN 307988-59-6 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ [ [ (1R) -1- 

phenylethyl ] amino] carbonyl] amino] methyl] benzoyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




C0 2 H 



RN 307988-60-9 CAPLUS 

CN p-Alanine, N- [4- [ [ (4-cyclohexylphenyl) [ [ [ (IS) -1- 

phenylethyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 307988-61-0 CAPLUS 

CN p-Alanine, N- [4- [ [ (4 -cyclohexylphenyl) [ [ [ (1R) -1- (2- 

naphthalenyl) ethyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 307988-82-5 CAPLUS 

CN p-Alanine, N- [4- [[ (4 -cyclohexylphenyl) [ [ [2 , 3-dihydro-2- (1- 

methylethyl) -1, 3-dioxo-lH-isoindol-5-yl] amino] carbonyl] amino] methyl] benzoy 
1]- (9CI) (CA INDEX NAME) 
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RN 307988-85-8 CAPLUS 

CN p-Alanine, N- [4- [ [ [ [ (2 -butyl-2 , 3 -dihydro-1, 3-dioxo-lH-isoindol-5- 

yl) amino] carbonyl] (4 -cyclohexylphenyl) amino] methyl] benzoyl] - (9CI) (CA 
INDEX NAME) 




RN 3 0798 8-92-7 CAPLUS 

CN p-Alanine, N- [4- [ [ (4 -cyclohexylphenyl) [ [ [2- (cyclopropylmethyl) -2,3- 

dihydro-1, 3-dioxo-lH-isoindol-5-yl] amino] carbonyl] amino] methyl] benzoyl] - 
(9CI) (CA INDEX NAME) 
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RN 307988-95-0 CAPLUS 

CN p-Alanine, N- [4- [ [ [4- (1-cyclohexeri-l-yl) phenyl] [ [ [2- 

( eye lop ropy lmethyl) -2, 3-dihydro-l, 3 -dioxo-lH-isoindol-S- 
yl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX NAME) 




IT 307984-31-2 307984-32-3 307984-33-4 
307984-34-5 307984-55-0 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(preparation of 3- (benzoylamino) propionic acid derivs. as glucagon 
antagonists/inverse agonists) 
RN 307984-31-2 CAPLUS 

CN p-Alanine, N- [4- [ [ [ [ [4-chloro-3- (trif luorome thy 1) phenyl] amino] carbony 
1] (4-cyclohexylphenyl) amino] methyl] benzoyl] - (9CI) (CA INDEX NAME) 
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RN 307984-32-3 CAPLUS 

CN p-Alanine, N- [4 - [ [ (4 -cyclohexylphenyl) [ [ (3 , 5- 

dimethylphenyl) amino] carbonyl] amino] methyl] benzoyl] - (9CI) (CA INDEX 
NAME) 



C- NH- CH 2 ~ CH2~ CO2H 




Me 



RN 307984-33-4 CAPLUS 

CN p-Alanine, N- [4- [ [ [ (1R, 2S) -2 -phenylcyclopropyl] [[[4- 

(trif luoromethoxy) phenyl] amino] carbonyl] amino] methyl] benzoyl] - , rel- (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 
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RN 307984-34-5 CAPLUS 

CN p-Alanine, N- [4- [ [ [ [ [4-chloro-3- (trif luoromethyl) phenyl] amino] carbony 
1] [ (1R, 2S) -2-phenylcyclopropyl] amino] methyl] benzoyl] - , rel- (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 



CF 3 




RN 307984-55-0 CAPLUS 

CN p-Alanine, N- [4- [ [ (4 -cyclohexylphenyl) [ [ [3- 

t (trif luoromethyl) thio] phenyl] amino] carbonyl] amino] methyl] benzoyl] - (9CI) 
(CA INDEX NAME) 
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II 



C- NH- CH 2 ~ CH2~ C02H 



F3C- S 
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